Abstract A previously undescribed de novo insertion-deletion mutation in the 3 cardiac myosin heavy chain gene was found in a kindred with familial hypertrophic cardiomyopathy. In the mutated allele there is an inserted-deleted guanine at nucleotides 8823 and 8850 of the /3 myosin heavy chain gene, resulting in a dramatic change of the aminoacid sequence (AA 395-404). Such a mutation, detected in the proband and in his son but not in the proband's parents, is likely to produce major impairment of myosin function. (Heart 1996;76:451-452) 
control. The Bsp1286 site is generated by the mutation and upon digestion yields two aberrant 147 and 124 bp fragments in the affected individuals together with the predicted normal 271 bpfragment, P, proband; C, control; MW, molecular weight marker.
Discussion
This study provides the first description of a de novo insertion-deletion mutation in the ,-MHC gene in familial hypertrophic cardiomyopathy. Our finding is particularly interesting because the nature of this mutation is quite different from the missense mutations reported by us and others in patients with ,B MHC-linked hypertrophic cardiomyopathy. The site of the mutation, near the actin-binding interface of myosin S-1, as demonstrated by the amino acid and the three-dimensional structural similarities between chicken skeletal muscle and human ,B-cardiac myosin, may be familial hypertrophic cardiomyopathy. myosin heavy chain gene in a kindred with insertion-deletion mutation in the beta
